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DETAILED ACTION 
Continued Examination Under 37 CFR 1. 1 14 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission mailed on 
November 21 , 201 1 has been entered. 

Claims 23, 25, 26, 28, 29, 32, 33, 37, 38, 40, 41 , 44, and 45 have been canceled. 
Claims 21 , 27, and 34 have been amended. 

Claims 21, 22, 24, 27, 30, 31, 34-36, 39, 42, 43, and 46-52 are pending in the 
instant application. 

Claims 21, 22, 24, 27, 30, 31, 34-36, 39, 42, 43, and 46-52 have been examined 
on the merits. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Response to Arguments 

Applicant's Amendment and Response filed November 21, 2011 have been 
considered. Rejections and/or objections not reiterated from the previous Office Action 
mailed October 26, 2010 are hereby withdrawn. Any arguments addressing said 
rejections and/or objections are moot. The following rejections and/or objections are 
either newly applied or are reiterated and are the only rejections and/or objections 



Application/Control Number: 10/594,939 
Art Unit: 1635 

presently applied to the instant application. 



Page 3 



Information Disclosure Statement 

Applicant's information disclosure statement filed November 22, 201 1 is 
acknowledged. The submission is in compliance with the provisions of 37 CFR §1.97. 
Accordingly, the Examiner has considered the information disclosure statement, and a 
signed copy is enclosed herewith. 

Claim Rejections - 35 USC §112 

In the previous Office Action mailed October 26, 2010, claims 23, 28, 29, 40, and 
41 were rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
written description requirement. This rejection is moot in view of Applicant's 
Amendment filed November 21 , 201 1 to cancel claims 23, 28, 29, 40, and 41 . 

Claim Rejections - 35 USC § 103 

In the previous Office Action mailed October 26, 2010, claims 21-25, 27, 30-32, 
34-37, 39, 42-44, and 46-52 were rejected under 35 U.S.C. 103(a) as being 
unpatentable over U.S. Patent No. 6,034,235 (provided as reference A1 on the 
Information Disclosure Statement filed August 4, 2008), in view of Hammond et al. 
(Nature Genetics 2001, Vol. 2:1 10-1 19, of record), and WO 03/061386 A1 (provided as 
reference #4 on the Information Disclosure Statement filed July 21, 2009). This 
rejection is moot against claims 23, 25, 32, 37, and 44 in view of Applicant's 
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Amendment filed November 21, 2011 to cancel these claims. This rejection is 
maintained against claims 21, 22, 24, 27, 30, 31, 34-36, 39, 42, 43, and 46-52 for the 
reasons of record as set forth in the previous Office Action mailed October 26, 2010. 

Response to Arguments 

In response to this rejection, Applicants contend that independent claim 21 is 
drawn to an siRNA molecule comprising a sense strand hybridized to an antisense 
strand, wherein the antisense strand targets a region in a 17AA site of a Wilms' tumor 
gene transcript, the siRNA suppresses cell growth, the sense strand comprises SEQ ID 
NO:1 and the antisense strand comprises SEQ ID NO:2; independent claim 27 is drawn 
to a DNA comprising a sequence that is transcribed into a sense RNA strand and an 
antisense RNA strand that hybridize together to form an siRNA that suppresses cell 
growth, wherein the antisense RNA strand targets a region in a 17AA site of a Wilms' 
tumor gene transcript, these sense strand comprises SEQ ID NO:1, and the antisense 
RNA strand comprises SEQ ID NO:2; and independent claim 34 is drawn to a pair of 
DNAs, the first DNA comprising a sequence that is transcribed into a sense RNA strand 
and the second DNA comprising a sequence that is transcribed into an antisense RNA 
strand, wherein the sense and the antisense RNA strands hybridize together to form an 
siRNA that suppresses cell growth, the antisense RNA strand targets a region in a 
17AA site of a Wilms' tumor gene transcript, the sense RNA strand comprises SEQ ID 
NO:1 , and the antisense RNA strand comprises SEQ ID NO:2. 
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Applicants argue that U.S. Patent No. 6,034,235 discloses the exon 5 sequence 
of WT1 as SEQ ID NO:14 and states than an antisense oligonucleotide derivative to the 
sequence may be used to suppress levels of WT1. Applicants acknowledge that SEQ 
ID NO:1 of Applicant's invention is contained within SEQ ID NO:14 of U.S. Patent No. 
6,034,235. 

Applicants argue that the Office Action alleges that there is expectation of 
success because U.S. Patent No. 6,034,235 teaches the successful use and design of 
an antisense molecule targeted to exon 5. Applicants contend that no such teaching 
exists in U.S. Patent No. 6,034,235 and request that the Examiner identify this alleged 
disclosure. 

In reviewing U.S. Patent No. 6,034,235, it is determined that while the Patent 
does not explicitly teach the successful use and design of an antisense molecule 
targeted to exon 5, U.S. Patent No. 6,034,235 instead teaches the successful use and 
design of an antisense molecule targeted to exon 6. See, for example SEQ ID NO:15, 
column 2, lines 51-55, and Figures 1, 6, and 7. It is the Examiner's position that one of 
ordinary skill in the art could take the teachings and suggestions of U.S. Patent No. 
6,034,235 as they relate to exon 6 and apply them accordingly and with a reasonable 
expectation of success to design and use an antisense molecule targeted to exon 5. 

Furthermore, U.S. Patent No. 6,034,235 teaches antisense oligonucleotides 
complementary to a WT1 gene transcript (see Abstract and column 2, lines 10-62). 
Specifically, U.S. Patent No. 6,034,235 teach the antisense oligonucleotide derivatives 
used in the invention is an antisense oligonucleotide derivative to WT1 , examples of 



Application/Control Number: 10/594,939 Page 6 

Art Unit: 1635 

which include that to the transcription capping site of WT1 gene, that to the translation 
starting region, that to an exon or that to an intron. U.S. Patent No. 6,034,235 teaches 
SEQ ID NO:14 (exon 5), which, as Applicants acknowledge contains SEQ ID NO:1 of 
Applicant's invention. U.S. Patent No. 6,034,235 also teaches that the antisense 
oligonucleotides of their invention comprise 5 to 50 continuous nucleotides or 5 to 70 
nucleotides of antisense DNA or RNA chain for WT1. U.S. Patent No. 6,034,235 also 
taught that antisense oligonucleotides complementary to a WT1 gene transcript were 
used to inhibit WT1 expression and suppresses cell growth in leukemia cell lines (see 
Figures, for example). 

Applicants next argue that U.S. Patent No. 6,034,235 does not teach an actual 
antisense targeted to exon 5, but instead only shows that a hypothetical antisense 
molecule that targets SEQ ID NO:14 (exon 5) could suppress expression of WT1 . 

While it is noted that U.S. Patent No. 6,034,235 does not teach an actual 
antisense targeted to exon 5, it should be also be noted that the instant rejection is not a 
35 U.S.C. § 102 rejection of anticipation. Instead, the instant rejection is a 35 U.S.C. § 
103 rejection and the prior art references have been properly combined because there 
is a teaching, suggestion or motivation for their combination to provide the claimed 
invention. 

As discussed supra, U.S. Patent No. 6,034,235 teaches the successful use and 
design of an antisense molecule targeted to exon 6. See, for example SEQ ID NO:15, 
column 2, lines 51-55, and Figures 1, 6, and 7. It is the Examiner's position that one of 
ordinary skill in the art could take the teachings and suggestions of U.S. Patent No. 
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6,034,235 as they relate to exon 6 and apply them accordingly and with a reasonable 
expectation of success to design and use an antisense molecule targeted to exon 5. 

Applicants next argue that nothing in U.S. Patent No. 6,034,235, Hammond, 
and/or WO 03/061386 teaches that success with a particular antisense molecule is 
predictive of success with siRNA that targets the same sequence targeted by the 
antisense molecule. Instead, Applicants argue that the art of Davies et al. (Human 
Molecular Genetics, 2004 Vol. 13:235-246, provided on Applicant's Information 
Disclosure Statement filed November 22, 2011) and McManus et al. (J. Immunol., 2002 
Vol. 169:5754-5760, provided on Applicant's Information Disclosure Statement filed 
November 22, 2011) teach the unpredictability of individual siRNAs and the 
unpredictability associated with the siRNA field. Based on this unpredictability, and the 
fact that U.S. Patent No. 6,034,235 did not demonstrate success even with an antisense 
molecule targeting SEQ ID NO:14, the ordinary artisan would not have had any 
reasonable expectation that an siRNA version of U.S. Patent No. 6,034,235's 
hypothetical antisense molecule targeting SEQ ID NO:14 would be able to suppress 
WT1 expression. 

These arguments have been fully considered, but are not found persuasive 
because first, one of ordinary skill in the art would be able to reasonably expect success 
with a particular antisense molecule is predictive of success with siRNA that targets the 
same sequence targeted by the antisense molecule. For example, Vickers et al. 
(Journal of Biological Chemistry, 2003 Vol. 278: 7108-7118, Epub date 2002, Dec 23) 
teach siRNA oligonucleotide- and RNase H-dependent antisense strategies are both 
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valid strategies for evaluating function of genes in cell-based assays. Specifically, 
Vickers et al. teach that positions on target RNA identified as being susceptible for 
RNase H-mediated degradation would be coincident with siRNAs designed to bind the 
same position on the target mRNA as RNase H-dependent oligonucleotides (see 
Abstract and Table I). 

Furthermore, based on the fact that U.S. Patent No. 6,034,235 teaches 1) how to 
design antisense oligonucleotides targeted to regions within the WT1 gene, including an 
exon region; 2) how to successfully use antisense oligonucleotides targeted to regions 
within the WT1 gene, including an exon region; and 3) SEQ ID NO:14 (exon 5) is a 
target region that can be targeted for antisense oligonucleotide design and for 
suppression of WT1 , it is the Examiner's position that one of ordinary skill in the art can 
take these teachings and suggestions to arrive at Applicant's claimed invention. 

While U.S. Patent No. 6,034,235 does not teach an siRNA molecule, Hammond 
was relied upon to teach that antisense and RNA interference are two methods of 
silencing expression of a gene and that RNA interference possesses characteristics that 
make it superior to antisense. Therefore, one of ordinary skill in the art would have 
been motivated to make the si RNA molecule comprising a sense strand hybridized to 
an antisense strand, wherein the antisense strand targets a region in a 17AA site of a 
Wilms' tumor gene transcript, and wherein the siRNA suppresses cell growth, the sense 
strand comprises SEQ ID NO:1 and the antisense strand comprises SEQ ID NO:2 of 
Applicant's claimed invention since U.S. Patent No. 6,034,235 taught the desire to make 
antisense molecules targeted to SEQ ID NO:14 (exon 5). 
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One of ordinary skill in the art would have been motivated to substitute the 
antisense molecule targeted to exon 5 taught and suggested by U.S. Patent No. 
6,034,235 with a siRNA since it is obvious to substitute one functional equivalent for 
another, particularly when they are to be used for the same purpose. See MPEP 
2144.06. Furthermore, one of ordinary skill in the art would have been motivated to 
substitute the antisense molecule targeted to exon 5 taught and suggested by U.S. 
Patent No. 6,034,235 with a siRNA since Hammond et al. taught that RNA interference 
is superior to antisense. Furthermore, Vickers et al. teach that one can make and use 
siRNAs comprising already known antisense oligonucleotide sequences. 

One of ordinary skill in the art would have reasonably expected success at 
making the siRNA molecule comprising a sense strand hybridized to an antisense 
strand, wherein the antisense strand targets a region in a 17AA site of a Wilms' tumor 
gene transcript, and wherein the siRNA suppresses cell growth, the sense strand 
comprises SEQ ID NO:1 and the antisense strand comprises SEQ ID NO:2 of 
Applicant's claimed invention since U.S. Patent No. 6,034,235 taught the successful use 
and design of an antisense molecule targeted to an exon within the WT1 gene. U.S. 
Patent No. 6,034,235 also taught the design of both sense and antisense sequences of 
an exon of the WT1 gene and how to successfully use the antisense sequence to inhibit 
the cell growth of leukemia cells. 

Thus, based on the fact that U.S. Patent No. 6,034,235 teaches how to design 
and use antisense oligonucleotides targeted to regions within the WT1 gene, including 
an exon region, and teaches that SEQ ID NO:14 (exon 5) is a target region that can be 
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targeted for antisense oligonucleotide design and for suppression of WT1, it is the 
Examiner's position that one of ordinary skill in the art can take these teachings and 
suggestions to arrive at Applicant's claimed invention. 

It should also be noted that for obviousness under § 103, "all that is required is a 
reasonable expectation of success", and it does not require "absolute predictability of 
success". See In re O 'Farrell, 853 F.2d 894, 7 USPQ2d 1673 (Fed. Cir. 1988) at 1681. 
Note that U.S. Patent No. 6,034,235 teaches how to design and use antisense 
oligonucleotides targeted to regions within the WT1 gene, including an exon region. 
See exon 6. Thus, one of ordinary skill in the art can take the teachings and 
suggestions as they relate to exon 6 and reasonable apply them to arrive at designing 
and using an antisense oligonucleotide targeted to exon 5. Again, all that is required for 
1 03 is a "reasonable" expectation of success. 

Applicant has provided Davies et al. (Human Molecular Genetics, 2004, 13:235- 
246) and highlighted a passage in the reference stating that "the effectiveness of any 
particular siRNA is difficult to predict." It should be noted that the mere fact that 
predicting the effectiveness of siRNAs is difficult does not whatsoever indicate that 
making or synthesizing or producing the claimed invention would have been 
unpredictable at the time of filing. For further explanation, see the combined teachings 
of U.S. Patent No. 6,034,235 and Hammond et al. Also, see Vickers et al. Again, 
obviousness does not require an absolute expectation of success. 

Applicant has also pointed out page 5757 of McManus et al., which teaches that 
the "majority" of siRNAs were not effective. Note that the instant ground of rejection is 
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based on the fact that U.S. Patent No. 6,034,235 teaches how to design and use 
antisense oligonucleotides targeted to regions within the WT1 gene, including an exon 
region and teaches that SEQ ID NO:14 (exon 5) is a target region that can be targeted 
for antisense oligonucleotide design and for suppression of WT1. Thus, is the 
Examiner's position that one of ordinary skill in the art can take the teachings and 
suggestions of U.S. Patent No. 6,034,235 as they relate to exon 6 and reasonably apply 
them to arrive at Applicant's claimed invention. 

Furthermore, in contrast to the ineffective siRNAs synthesized by McManus et 
al., based on the teachings and suggestions of U.S. Patent No. 6,034,235, a person of 
ordinary skill in the art would not expect unpredictability in making and designing 
antisense oligonucleotides targeted to exon 5. Furthermore, a siRNA equivalent of an 
antisense targeted to exon 5 would have been reasonably expected based on the 
teachings of U.S. Patent No. 6,034,235 and Hammond et al. Also, see Vickers et al. 

Applicants next argue that at the time of filing of the application, the art taught 
away from the claimed invention. Applicants point the Examiner to Yamagami et al. (of 
record) and Murata et al. (of record). 

It is noted that neither Yamagami et al. nor Murata et al. have been relied upon in 
the instant rejection. Therefore, arguments discussing these references appear to be 
misplaced and will not be considered, addressed, or discussed by the Examiner. 

Applicants next argue that U.S. Patent No. 6,034,235 itself teaches away from 
Applicant's claimed invention because U.S. Patent No. 6,034,235 focuses on targeting 
regions other than exon 5. Applicants point the Examiner to Figures 1 , 6, and 7, where 
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antisense molecules that target the transcription capping site, capping region, or 
translation state site worked better at inhibiting cell growth than antisense targeted to 
exon 6. Applicants contend that of ordinary skill in the art upon reading U.S. Patent No. 
6,034,235 would be motivated to use antisense molecules that target regions other than 
the exon regions. 

These arguments and contentions have been fully considered, but are not found 
persuasive because first, U.S. Patent No. 6,034,235 explicitly teaches at column 2, lines 
44-47: 

"Ten exons are contained in the region coding for WT1, and examples of the 
antisense oligonucleotide derivative of the present invention include those to the 
sequences contained in any of these exons" 

Second, while the claims require that the siRNA suppresses cell growth, the 
clams do not require a specific level of cell growth suppression. Therefore, the fact that 
antisense molecules targeted to exon 6 suppressed cell growth, and to a high degree 
over control (see Figures 1, 6, and 7, AS4), one of ordinary skill in the art would be 
motivated to design and use antisense molecules that target exon regions, including 
exon 6 or exon 5, for example. See the teachings and suggestions of U.S. Patent No. 
6,034,235. 

In view of the foregoing, after consideration of all the evidence and facts, the 
totality of the rebuttal evidence of non-obviousness fails to outweigh the evidence of 
obviousness made of record. Thus, it is maintained that the invention as a whole would 
have been prima facie obvious to one of ordinary skill in the art at the time the invention 
was filed. 
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Conclusion 

No claims are allowable at this time. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is 571 -272-0758. 
The examiner can normally be reached from 8 am - 5 pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Heather Calamita can be reached on 571-272-2876. The fax phone number 
for the organization where this application or proceeding is assigned is 571 -273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN 
USA OR CANADA) or 571 -272-1 000. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the 
Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic 
Business Center (Patent EBC) for assistance. Representatives are available to answer your questions 
daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the 
number of pages and the specific nature of the problem. The Patent Electronic Business Center will 
notify applicants of the resolution of the problem within 5-7 business days. Applicants can also check 
PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is 
a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables 
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applicants to view the scanned images of their own application file folder(s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

/Terra Cotta Gibbs/ 
December 15, 2011 



